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background:  In the PLATO study, ticagrelor was associated with fewer deaths following pulmonary infections and sepsis than clopidogrel. 
Ticagrelor inhibits erythrocyte uptake of adenosine - we therefore investigated whether this mechanism affects bacterial phagocytosis by 
neutrophils.
methods:  Neutrophils and erythrocytes were isolated from healthy volunteers using Histopaque ficoll gradient centrifugation, prior to 
incubation with ticagrelor (10 µM) or control followed by incubation with adenosine. Phagocytic index was determined using microscopy 
after 30 minutes of incubation with heat-killed opsonized S. pneumoniae at 37°C. Data are presented as mean ± SEM.
Results:  In the presence of erythrocytes, a low concentration of adenosine (10 nM) significantly increased neutrophil phagocytosis 
compared to control when ticagrelor was present (37.6±6.6 vs. 28.0±6.6; p=0.028) but had no effect in the absence of ticagrelor (25.3±5.6 
vs. 25.1±7.5; p>0.05). A higher concentration of adenosine (10 µM) did not affect neutrophil phagocytosis, likely due to activation of 
opposing lower-affinity A2a receptors.
conclusion:  Ticagrelor potentiates neutrophil phagocytosis in the presence of a low concentration of adenosine and erythrocytes. This 
demonstrates a mechanism by which ticagrelor could modify host response to bacterial infection. 
